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(54) LIPOSOME 
(57)Abstract: 

PROBLEM TO BE SOLVED: To provide liposome having active targeting property, secured stability in the 
blood, and useful for diagnosis and/or treatment of diseases which result in production of proteoglycan, in 
particular kidney diseases. 

SOLUTION: This liposeme contains a drug, and its membrane is composed of (1) a basic component 
positively charged in a physiological pH range, (2) a lipid derivative of hydrophilic high-molecular-weight 
compound, and (3) a lipid constituting the liposome, wherein the component 1/component 3 ratio is 1 to 2C 
mol% or component 2/component 1 plus component 3 ratio is 0.2 to 5 mol%. 
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•t<Ote<DJg*C*tLT2 Omo 1 XHTtt5Ci#» 
SLK 50 
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[0 0 5 2] ^Df*^'J*>MSlWt)^t Ik* 

jftiM + CD U # y - A « C £) ft j^Sfflflg <h wffi H ft 5 ffl ct n 

J^±, 2 O^JI/^ttT* »*b<tt5^;U«£Jl±, 15 

[0 0 5 3] K±<B«k5fc, Jd + TOft3£tt*1*«Lft 

SfcttM»tlS*-C**U#y-Att, £;ba6TPS££ 
tifclBBtisW^A^WblBKtaTKttiK^^E^ 

-Ate, R»©U*y-Attt*jsR. IttttttotO 

[0 0 5 4] iJ#y-A*«rt*#-r*W»tt, Kf£&R 

^ 'J # > £ SB H K £ "T * * (O til cd m A <£> & K 4=3 £ t>V * 
& tef&*<7) S«J (CJfc CT, K¥«lCtt*L#*»IW8 

i>sct*«Tt6. 1 J * y - a # 1*1 it -r * 31 4ft a) 14 « tt 

[ 0 0 5 5] u#y-A*«rtt*-rsisttoa*<hLT 
a > u * y - a (D m f& & ti 5 *> t ^ «- n «w tc eg ^ 

D>, ^-th^^y>*<OiiJSfi«XxP< H ; 77f 
U >, -T>K^^'>>> <y^D7x>, ^^jl^-A 

U>, flS^T^/t U >^co^+f >^^AJBDHa««lfl* 

(t*(07>=f*T>*»8ft»* (ACE, angiotensin 
converting enzyme ) IfiS^J ; *3-)ltf7 — V 
AGE (advanced glycation endoproduct) Pfif^l ; /t 
-f*fU*>, 5 r aU>«a>TCF-jB»tt>l ; PKC (prot 
ein kinase C) mmM ; PGE. > ?QUm<D7n7>& if? > 



15 

lajfiLte* ; 9-77'JX vtu > % Jn hn>tf>ffll* 

x-*-»B«i»SSI ; ; tfL&{b#l ; B3S 

ffl ; RJt»&ffli*l*l ; *;we>» ; t'*^>C ; 
>E ; SODf(D7y^l/X4 : t / <>vt- ; /it>4 ; 

o a Jang (o JttMLtoiH ^m^mr^7>^^>^ 1 )^^ 

A ; »atttHffi7c*«R«R¥R««l : MR I 9«Mft 
t'^*if &ft<2>. *T't>> M»&**xcK F*5«fctf/ 

[0 0 5 6] #Rfcft*RRB<D»RRtf/S:fc 

Mr. <bR. BR. Mft£©M^»ftta* 
A, *»;»>tt£<0RR. jftRRA»***tf€>ft*. * 

tt, R/hRflSR, 1 gASR* 

■ISK HSH&tf HIS, «rtttRRtt**M*W*, 

(=«rtttRRtt*«*»#) 

9^-RRR. RRRttWR. £#ttJMP#. Alttt* 
/h**#. ***#l*)Jfiit£* AttWRffcffi. RttWWfb 
R. ittT-f4±#tt^ft^ (RAR) . BRRfcfl^fcR 
RJMttffRRtfRtf&ft*. 
[0 0 5 7] *RWOU#V— Afc»Btt*#Ste. 3£ 
SttKMSI^ 9 0 ~ 2 0 0 nniT*£>. d 0$gfflT&£ 

ynft^'J *>€:fi*"r«>a»*«t^/*fcttR88^ 
»frL*»fV>. £Rft#RB*<9 0 nm*R-e**iIE 
*«i:RR4JJ:tf/*fcttRB^t>»fTL»<«cO. 2 0 

0 n m t IB * 4: « « * ft fc RR ^ H R ^ & < * * • 

-*T^RR«. ni;<#«attfcj:D«*aft*£tt 

fiOTMT**^ £<0«fil*£«*£K»B<B«5fflrt 
<0ttT*0, t©«it»a«9 0^2 0 0 nmt*SO 

[0 0 5 8] #58«C!)U#V— A»4, «tti:ioT*» 

HRBT»«ffi*Wtf*tt*ttfb£**5«fctf U 
2c£{b#h R{bl»Jk*l*©*&<OR««ia»«:. 77X3 

#6>ftfcU#V-A#RR*R£*#lBl'* ±M£x 
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SIC, R*tti*»^»««R<**«*^*TJPBrs^ 
t.\Z&*)s #569BCDU#V— A#«»6ft5« R* 
tt!B»^RRRW*»R*RR*fi!t»^RaW^JiPA.«» 
d££J:oTfc* #J8W©'J*V- A**»6ft*. SB* 

iJ*V-Art«fcfeR*ttJ«»WX*c:i:tftD. * 
10 3bZ. Sfc. _bR<D*»RR»*R*U iSCEP±!ii5!i?L 

fb«£ «t o jesazttHi sit* - <t t- ± ^ *$moi u # v - 

[0 0 5 9] *«W© , J#V--Ate. 7 P Pftyj^> 

3j?v-A<DiE#35tRR*«ktX/**:»4RB-^«)»R»^ 
»T*««*ftfcRR*±tf/*fcttRB^«>»fllR«) 
m-£\*. *RIBRRbfcl»9j*T?*tRL'fc« 

tftititf/iftim «jc««SftfcW.***fc 
*MKft£RRU *R*»««Jrf^ffl*-ti:*-t^"e* 

WAH »JW*ltXT-D-f H*J:tf/*fctt*^R*# 

[0 0 6 0] 

[RRR] EtTlcRRR*«LT*R***#«jCR« 
1. fttU#y-A©«B 

(WRWD 3, 5-->^>^fyP*^>X7^v 
AX^;-^7^>ii* (PEG-PE) £R«J«l£#£:L 

TIB 3 RRcDRBfifcrtai^ft-fft* PDWAilS^ 
IT, S«50mlOt7S77X3l:ttA, 

■7*X77fy^iJ> (fiKlOOmM) :3. 0 
40 mL 

Ol/XfP-^ (ilSlOOmM) : 2. 5 4mL 

• TBi-casns3, s -y^>^fyp**>^>7: 

7S^>lBlfi (lOOmM) : 4. 6mL 
[0 0 6 1] 



[fbi o] 




NH 



50 j7PD*jUAftBSLfcR. --RK«6»S:»-r*Ci^J: 



(10) 
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(MLV) ^M^^^fco zn&limo. 4/u-nOtfU 



(®Jg0.0125, 0.025 . 0.05, 0. 1 , 0. 2 , *5«fctf0.4W 

/v%) 6 oi:i?3 o^ijnffiil-^cittc 

[0 0 6 2] 
[{bill 



o 

II 



H 2 C-0-C-(CH 2 ) x CH 3 



O 
II 



H 3 C-0-(CH 2 CH 2 0) i ^O-g-g-C-g-0^-0-CH 2 0 



HC-0-C-(CH 2 ) y CH 3 



fient U#V— A 1 0 0 /* L£ t 0> 15 OmMtSft 
thU A#$«£3mL(;:#iS£'tf, Malvern ttKttft 
^ffiftZetanaster-S^Te^g^ajJtLfct £3, ¥^ 
fe^Ste 12 7. 1-132. 5nm, ^SttKMfBa 
9 0- 2'0 0nmT*ofc. 7tX7rf^ 

ifilfiffi^g^fg*^ h^^^ffilCTSI^Lfet c 
5, 3, 5-^>*^5/P*5/^>X7*S*>tt«^ 
§ilj:iWili:^l/T8. 7 mo 1 XTfcofc. * 
»6*afcU#V-A»f»«* 100.000gT?iB38'fr 

Jl^-W77f^H* (PEG-PE) 
1^fi&#ft6, «HP*^6C<0««:aSUgi< Ct(Z«t OPE 
G-PEBI W #<Dtf ffli * £ * tf)*:. » 6 ttfc »J # V — A <£>PE 
G-PEI8W<*fc**tt*tt*ttO. 11* 0- 2 3> 0. 



8(45, 0. 9 1, 1. 85^3. 8mo 

[ 0 0 6 3] (U&t0*J2) N, N-^^^^-x *>JU- 2 

a? PS! 

LT, 0 m 1 v 7 n K/JPA, 

•7^^77fyi^U> (fiSlOOmM) :3. 0 
m L 

ol/^fP-A (SSlOOmM) : 2. 54mL 

^iJy>-4-^l-t^y) 7 -t b 7 ^ K (10m 
M) : 4. 6mL 
50 [ 0 0 6 4 ] 
[{b 1 2 ] 




MSLfctu5, T^ftfBBl 1 2. 4-12 7. 8 
nm, igfi««Bltt9 0-2 0 0 nm, N, N-S>* 40 
5> ZtzsJI- 2 - (fcf^U y>- 4 -^ ;U-**>0 7 
■fc h7S K^*ttftC!)K<t^J*LT 8. 7mol%, PE 
G-PEWafffimiStSti^ft^jHO. 11, O. 2 3, 0. 
4 5, 0. 9 1, 1. 8RZ*3. 8mo]%T&o£io 

[0065] (mmm3) n* -^>?7->j^ifi/ 

>h'J7S >&£tf^JX^U>y 'J 3-Jk^77 

TE3aMcoiis«ricjs»s*n*n^pa*^A*«t 

LT> ftffi 5 0 m I <D-f7,m7 V 7^ KJflA, ig£ L 50 



•7*777f^'J> (»K10 0mM) : 3. 0 
mL 

ol/XfP-^ (MlOOmM) : 2. 54mL 

7 H > ( 1 OmM) : 4. 6 mL 
[0 0 6 6] 
lit 1 3 ] 




H 2 W 



wt> in ism i irattrMcio. «ea>'j#v-A 
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nm, 9 0-2 0 0 nm, N' -^>* 

8. 7mo 1 PEG-PE«l*#IMK*tt*tl'f*lO. 1 
1,0.2 3,0.4 5. 0.9 1,1. 8Rtf 3. 8 

mo 1 KT&ofc. 
[ 0 0 6 7] (B8«0i]4) S >/tiP5r— h*«k 



OH OH 



20 



10 



It, e»5 0m) wtXi77^3l:M, rE£L 

fee 

•7*X77fy^3')> (WlOOmM) :3. 0 
niL 

Ol/^fo-;P (BKlOOmM) : 2. 5 4mL 

• TESCTasn^^^* s >/i;u^^- h (i om 

M) : 4. 6mL 
[0 0 6 8] 
HKl 4] 




OH OH 



O 



M*UfciC*. 1 2. 5-12 4. 5 

nm, £iSKi5B^9 0-2 0 0 nm, yjUrtSW* 

h^&\tm<Dmn^m-xs. 7 mo i%, pe 

G-PEBI«#fl^*tt**l**lO- 11. 0. 2 3, 0. 
4 5, 0. 9 1, 1. 8&tf3. 8moim^fc. 
[ 0 0 6 9] (HUM 5) 1, 2 ->WU* h-f M*-3 

o 



LT, SfB 5 0 in 1 0tXi7 7 * 3 K in A . L 

fee 

• 7*^77f^W »J > (fflJK 1 0 OrnM) :3. 0 
20 mL 

Ol/XrnHl/ (SSlOOmM) :2. 5 4mL 

• TffiitT'S^n^ i , 2 ->?/i;i/= h-r >u- 3 - h u 

^^Jl^T> : EXi9A7 p Dyl> (1 OmM) : 4. 6mL 
[0 0 7 0] 
lit 1 5 ] 




fftiJ^Lfe^C^, T^ta^ffittl 1 3. 4-13 0. 1 
nm, 3=KfiLJS«Btt9 0- 2 0 0 nm, 1, 2-f>V1 
;l, * h-f iU- 3 - h U /^■;U7> : E-^A^D^> , &S 
«ffi<7)IIBRH*fUT8. 7mol%, PEG-PEBI*U*tf «( 
$(4**1**10. 1 1> 0. 2 3, 0. 4 5, 0. 9 

1,1. 8mo ) %Tfc-?fco 

[ 0 0 7 1 ] (W««6) 1, 2-yW5h-f^-3 

'J 3-)l/-*^77f^X? >»|3»»*l«* 

O 



TfB 3 **ft**i* □ o*;uArgs££ 

LT, ««5 0mia)t^S77X3l:l)D^ L 

•7^.X77fvi^'J> (MlOOmM) :3. 0 
mL 

ol/^fD-^ (WlOOmM) : 2. 5 4mL 

40 3 1 ;UT> ; &~ , 5A , 7cm> (1 OmM) : 4. 6mL 
[0 0 7 2] 
[it 1 6 ] 




net 0V i £m*a>*i*fcj: ste^u^v-A 

Sltlfc(i:u5, TOfifllil 13. 4-13 0. 1 



50 



nm, £«&KI6ffltt9 0- 2 0 0 nm, 1. 2-v/t 
ffiO)l§®tC^LT8. 7 mo 1 %, PEG-PES$«MSf5P$ 
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tt*ft-€rftO. 11. 0. 23, 0. 45, 0. 91, 
1. 8Rtf3. 8molXt»ofc. 

[00731 (nam 7) *ttu#v-A«j«a)aa 

T IB co 2 am <0K« fifcldWJ Sr * ft -6ft £ □ n * A A ft 

ill, Om l o)j- 7.my ? xnii/jnA, rJI&L 

• 7 **7 7?v^:3 »J > (i9ffi 1 0 OmM) : 3. 4 
8m L 

• n l^T^D — ;U <»l£l 0 OinM) : 2. 54mL 

seftfcusRv-Aftniaw 1 tB*»c 

8ISbfc(!:C5, ¥^fg«lll. 4-126. 5 
nm, £fi©*«5iate9 0- 2 0 0 nm, PEG-PEI^a©^ 
ttfiSaptt^ft^ftO. 1 1, 0. 23, 0. 45, 0. 
9 1, 1. 8&tf3. 8moUT*ofc. 

[0074] mums) 3, 5-y^f*>Dtx 
tib 3 mmnmmi&ii&ft&'tn'en? pd^^abk^ 

IT, sgfft5 0m I <7>^X^7^X3trJlPA, jg& U 
ft. 

•7*777f^WJ> (HElOOmM) :3. 1 
2mL 

Ol/7fP-il/ (MlOOmM) : 2. 6 6mL 

• 3, 5-y^>^f ^P*^^>X7 5">*>SRJt 
( 1 OmM) : 2. 3mL 

jt^T, PB«ltB8«)*iSi:iO, SSBtf>U tfV-A 

SiJ^bfe^^^, ¥^*3HMStel 2 4. 5-13 2. 4 
nm, ±Bfi««Itt9 0-2 0 0 nm» 3, 5-^^ 
>^r->D*'>^>X75 

»LT4. 2 mo 1 %, PBG-PEttSfttfl^^tt^ft^ft 
0. 1 1,0.2 3,0.4 5,0.9 1,1. 8&tf 
3. 8 m o 1 %T'&^tz 0 

[0 0 7 5] (09804 9) 3, 5 -S^^xvD*^ 

uTft*-r*u#v-A<oBia 

TIB 3 aa<OHWIft«»S*ftfft* □ D*;UA««t 
LT, S»5 0ml WtXS77^3l:iPA, g&U 

•7^X77fy^3'J> (iSSlOOmM) :2. 7 
6 m L 

• 3 UXfD-JP (fiJK 1 0 OmM) : 2. 3 6mL 

• 3, 5 - yX>?7'>Dt^>X7 S v>*8ifi 
( 1 0 OmM) : 8. 6 3mL 

»6ftfcu#v-ix*mawi tEiUM;: 

MJtbfct^*, T^tt^attl 1 3. 3-12 3. 2 
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nm, ±ett«KfflB9 0-2 0 0 nm, 3, 5-^^ 

Jtltl 7 . 6mo I %, PEC-PE»l*#ttffliS|8tt-tft^ 
ft 0 . 11, 0. 23. 0. 45, 0. 91, 1. 8 K; 
IS 3. 8mo 1 %~X?h~otz. 0 
[0 0 7 6] (MaMlO) 3, 5-yX>*T'/D + 
x^>X7v/> J&ffi«£ ct # 'JXfI/>if'j3-^ 

70 TIB 3 ■■«)ili*4»**ft< : ft* D t 
LT. 895 Om 1 ©tXS7773i:ftiA, i&l 

fee 

• 7*X77f^*3U> (»«1 0 OmM) : 2. 2 
8 m L 

• 3 1/7tD-^ (ggl 0 OmM) :1. 9 4mL 

• 3, 5 -S^>*5 f vD*5^>X7 = S^ififfiJfi 
( 1 0 OmM) : 1 . 7 3mL 

wt, mmm 1 «eo>u#v-a 

a? IDtLfctC^ Wtt^gui 2 5. 3- 1 3 3. 3 
nm, iS68!6Btt9 0-2 0 0 nm, 3, 

9mo1%, PEG-PEtS^tttffflJptt-tft* 
no. 11, 0. 23, 0. 91, 1. 8&tf3. 8 m 
o 1 %~C£ofco 

[0 0 7 7] (HRflll) 1, 2 -zt/VlSi h-fJU- 
3 - h U / f;i/7> : E-^A7 s D^>^J;{;*'JXf 1/ 

fl? TIB 3 mm<omffif&l&ft& J ttl?i'l2 □ p*^A»*4: 
LT, §SO. 1 5 Om 1 (E^M^^Xat^jnA, £ 

•7*X77f^3'J> MKlOOmM) :3. 2 
4mL 

Ol/XrD-Jl/ (SUlOOmM) :2. 7 5mL 

• 1, 2 ->?/t;U^ h-OP- 3 - h 'J ^^7>^^v 
A"7*P/t> ( 1 OmM) : 0. 2 9mL 

f»6ft&u#v— /*&nam £nw<~ 

40 1 5. 4-12 6. 3 

nm, igeH«ltt9 0-2 0 0 nm, 1, 

h-i )V- 3 - v/f;i7> : &Z' J ;AyD/t>tlB 
fl!iOjga^*fLT0. 5 mo 1 %, PEG-PE^ti^gft^ 
te^ft^ftO. 11, 0. 23, 0. 91, 1. 8»tf 
3. 8mo 1 %~C$>itz 0 

[0 0 7 81 (Hflfii 2) i . 2 ->?/t;i,s h<;u- 

3 - HU^^;l/T>^X'yA7 P n/t>43cfc^Ux5 1 I/ 
50 T E 3 « JK <0 BMJt l& £ * ft-^ft ^PD^AgSi: 



(13) 
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LT, SfHO. 15 0ml (D^XS? □ ClJjnA, fS 



1%* L'/i.< 



•7tX7 7f *»3'J> (HlOOmM) : 3. 0 
6mL 

. n U-Xt^D — ;U (ttffi 1 0 OmM) :2. 6 6mL 
. l, 2-vMJRh<ik3 - MJ^f^T^-'J 
A7'n/0 (1 OmM) : 2. 8 8mL 

j^t, mum i tn« ^^ati«fc*o, »e<B>j#v-2» 

#f£4S££f#fco »Sftfc»J#7-A*H«Wl <!:IfI»£ 

-^^ta^g^l 1 4. 5-12 8. 1 
nm, ig&JS«iii9 0-2 0 0 nm, 1, 2 - z/rt 

{l!iC0ljgWtC^UT5. 3 mo 1 %, PEG-PE8t*tttf fit* 
0. 11. 0. 23, 0. 9 1, 1. 8Rtf 
3. 8mo 1 

[0 0 7 9] (URSA 13) N' , N" -y^>^x> 

- *X 7 7 f y JVX ? ; - Jl/7 ^ >Ki** ifflffi^ 

IT, ^f*0. 15 0m) <7)±XS"7^X=i(wijnA, *S 



a" L/ /Co 



• 7*^7?fy^3 'J > (SJS 1 0 OmM) :3. 2 
4mL 

ol/XrD-^ (illSlOOmM) :2. 7 5mL 

• TrdScr^sn^N' , n" - i>^>$>^>>)i mj x 

^;i^b^^> (1 OmM) : 0. 2 9mL 
[0 0 8 0] 
lit 1 7 ] 



SSlfcchC5, ^m^g^Hl. 4-12 3. 1 
nm, jESHa£Ettffltt9 0- 2 0 0 nm, 1ST . N" - 

0. 11, 0. 23, 0. 91, 1. 8Rtf3. 8m o 
[0 0 8 1 ] (HUM 14) N 1 , N" -y^>^ry 

TfE3ffl^^Bg«||5jtf«^*^n^n^PO*^A^i: 



• 7^^77fyJ^ U > 
6 m L 



I 1 0 OmM) : 3 . 0 



if? 



40 
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ol/XfP-il' (iHlOOmM) : 2. 6 6 ml, 
• N ' , N" - yX>J'T^h , JXWh7i> 
( 1 OmM) : 2 . 8 8mL 

»«ffi*f5fc. f#€>ftfcU#7-A€:W«0U tW»t 
jpiIigLfc^d^ WttTBttl 2 2. 5-130. 5 
nm, ±8ft«l8Btt9 0-2 0 0 nm, N * , N" - 

WIT5. 3mo!%, PEGfiEfilS^ttiE-n^nO. 1 
1, 0. 23, 0. 91, 1. 8&IX3. 8mol%T' 

[0082] (mem 5) 3. 5-^^?^* 

y^>X7iy>i5<t^'Jxf i/>^'J 

Tie 4 »«0tt*rtrt# **n-en* p d a*« £ 

LT, ^fSO. 1 5 Om 1 ©tX^7 7X^HM> 



Ls fZ. e 



4. 2 



50 



• 7^X77f fy;U=3 U > 1 0 0 mM) 

mL 

ol/Xfn-Jl' (illlOOmM) :1. 2 0mL 
•3, 5 -y^>^fyP + ->^>x7^y> 
(1 OmM) : 5. 7 5mL 

. #ij Xf l/>yj3-Ji/-«77fy^^/-^ 
7$>iii^ (1 mM) : 1 2 mL 

0 7 7X3rtKi:liMllft»*^fc. SfcHT, 140 
mM'J >m^U Hx7n>thU^A * 1 OmMlftt 
hUOA*iSffil0mL$:T^Xart*rilPA, /USVX 
^r — Tffla-r^^iitCJ: 0, U *S V — A (MLV) 
#«n{££#fc„ cnSrTLSO. 4 /xm(7)#U^-^^- 
h7 * ;WA£JHl>TEE2tU ^UTO. 1 //m^^'J^ 

h7^ ;i,A£m>Tl£iMT5££K:<fcoT©t£ 

1413 3. lnm, iiSWitt9 0-2 0 OnmT 

[0 0 8 3] (tt»« 1 ) IHSOT 1 5 140m 
M"J >g[^l/ Fx\/p >:h h U ^A • 1 0 mMiSfb^ h 

1 5 tEI*iC»fPbTff«UfcU#y-A. 
B103. 4nm, tIfiffiKlB9 0-2 0 0 nmt 

[0 0 8 4] (|R ISM 1 6 ) 2 0 0 n miH 

LteZ U#V — A<D8SS 

g*3&TL&0. 4 /tmCOjRU h:7-f JPA0>* 

SrfflU, TLSO. Um^'J^-W-h7'f^A$: 

OU#V-A««»fc. »etlfcU#V — A*W*W 1 



(14) 
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mru £KttflEIGntt] 8 0 - 3 5 0 nmTfcofc. 
[ 0 0 8 5] (Httffl I 7 ) 9 0 n m**l 

7-AOgfla 

co ij # y - A tt * %1t. % 6 ftfc U * V - A « net M 1 
i:|fll*ll«S[Tat«*bfci:w*. ¥*rtfc^1Itt7 9. J0 
6nm, ll£8ttaffDtt4 0 — 9 0 nmtiofe. 
[0 0 8 6] 2. &i'J#V-A<?)ttffi^ll4W 

» o ft fc #a u # v - a <o&m turn l . 

(KSfeOTl) ^n-x^-^U * > ii *. «l Iffi <!: O IB ft 1* 
(1 ) 

:ftl:Wl«i*<ttfi«W7 fcJpliT 

MfflSftfcP-^^ >- P EtCT »j7pV-A«t*«»L 

mi/co 3 7tt2 4iwfibm >*jx^-i-u *o>a* 

aftdfi*^T2IsIj5t^Lfc. 0. 1 %SDSrg«£Jjnx. 

[ 0 0 8 7] <«s*>^^^0 i ic^Lfco *iB*a=a ^ 

jfcRL # U x^U >^U =3 — ;U-^7s-7 rfy^X^ J 

^4tt3Sttftft«*»fctt^ s U*v-ATttt^ftir45 

*> tztb iz tt, &jii«£9ffi) P HISiTBt 
WS»tf**S{b^4»tCck^T*«|iSftTl^Ci:^ 
i£T<fcD, 3 6 t jc3EWlZBl0a*ft*fc*ttt«*tt 

[0 0 8 8] (Kttfl2) y'a^-t^^)ii>m±mm^ 

COSSfPl* (2) 

d afitn ^ a W tt, SUB £ 4i« p 1 1 ttffl TB*W*# 
l/S**tt{bft*»wJ:oT«iB!»i»dftfcU#y-A 
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-hCTiBiU i8BtLT4xl0' fi/A'S** 
#fflJIU HllftABio^DT 1 *^^ *>SI*HJfc. -ft 

(3 nam i izt$CTmmzfttca-y=i >-pei:tu 

0. 4 5mo 1 %(DhO)&mnM£{sT 
5 0 /£ gtetoLfc. 3 7tt3NfM^ >*a^-hU 
tO»*JlftJft*^T2|Hl«t»Lfc. 0. 1XSDSB 

tcts* • Btoa^ftfcu^v-Aaftwai Lfc- 

[0 0 8 9] <tt*>tt*ftH2JC«Lfc. SI^^D 

^*d/u *>^H^ftTt»s«f6oamaiwtt, 
iBHi^sftfcu#v-Att«»-r***, ^>HD<ft 
>iiEBftwo«L&**ttt«a*ftfciieBa^a5»«tt 

ttl? L/ < iTLL HI "6. SIS4IWpHifflt?»« 
-Att*f^f<Z)3 > Ka-f f >*Bft:i:OG AG 

[0090] (UM013) -ya^^r{f^ti>m^mmt 

<0«fttt (3) 

<h CD ffi 10 I z 7k K f » £ » & C £ . 
<]*tt>7? h*1*>* MAMIES: 1 2 A^-f^a^U 
-hiCTi^ftL, SfflHSSt<hbT4 x 1 0- 1 (H/AJiiK^ 

T?Jisia*fc. dfttcgB«w8, nam. n««9* 
±zfmmmio> mmm 1 1 -na« i 4izmcxmm 

2fttza-y S >- P EfcTU#7— An*«nnbfcn 
>«n'J#V-AS:IB«»<!:LT 50/i g8sJnL 
fco 3 7tT2 4I^P e Tl'> + a^-ht, t^ttSift 
Jfi*lwT2lH]jJfe»Lfc. 0. 1 % SD Srtfg^r^nAT^ 
8?u ^t*C«k0tnifi!t»» • ffxO 

j^aDHS* 1 2 A^i-^pyu— Mcrtg«u s(iiHa$ic<h 

L T 4 x 1 0 1 <l/'A<S^^T^mai±, Cft^nSW 

8 . nan i > na« 9 tsi^naw 1 0 , nam 1 1 
^bsw 1 4 cnstTnaaftfca-i^s >- p e(ct 

Sid: IT 5 0 n gtrs^jnU^o f(Ot^7 7 h^+*->^ 

o 2±mm<Dms tmmizmftL, mmizmm • rooa* 
[0091] <ie«>s^*^0 3-0 6Jc^Lfco anna 
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saunas t hjfe«rtftim»a^^ffi#^<jEc e^i^^ 

lino 1 %«±<hft&£> 3>HP^ff>SS^PT* 
if' J * >£^< y K/1t>^'i7A«HlHa^^fg 

»1t^|fil±-r-2> (H3*«ttfBI5) c ttSttftft 

tt5mo 1 %J£U-T*£. £/c5- 1 5mo 1 
[0 0 9 2] (KSfc«4) &»Utf V-A^fam*^ 

tt 

»«?W*#tfS*Sttfb*tt<D**#. JfiLflt + TOXJ* 

<*s>7 7 hMi oo/zLi:, msiffls. mmm 

1> M»0|9;RtfWH#»J 1 0Tft6nfcy#V-AS:t 
l!&ffi/klCT*gJllSt<hLT 1 OmMfCftRLfc^Slift 1 
0 0 /i LftifflATil^U 3 71C 1 H^WSPfflLfc. 
»£S*tt*2mL*fflATftSRL* «*J8 4 5 0 nm 30 

<J8S>*SS£EI7 K^Lfc. tlBpHKltBi* 

— AO«t*tt*«»tt2). £IStt{b*«Jrt«] 5m o 1 

5-2 0 mo 1 %<D^\Z\t. PEG-PE»SIH*-PE{£«ii 
^rt*0. 5mo 1 %J^±<0«-&Jz(iS*^B5±^4l^o 
Sfc*£tt{b*«W*2 Omo 1 %Ut£UZ>t 2m o 1 
96 CO PEG-PB«8«#-FE£iinAT*>«*U £Sf*fe#ffi 

££tt*W«t-*fc«>fc:tt* J£Sii{b^^J^M^2 0m 

[0 0 9 3] (MM5) ftiU#V-AO^Or*y 

■J*>i<0lB*Ptt 

tf£ Jfiffittib £ o T ft St £ 41 fc U # V - A d: □ 

0. lmg/mLtttSJ:5IB1BUfc. ZOfemo. 5 56; 
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mLK. H39M 1 Tt#e»4l?t&U*V-AS:±a!ftJfi* 
fcTttlMtfcSEl OmMtCftSlLfc&OO. SmL&Jjfl 
AT, 3 7tTl WMJjnfaLfco ft£fli£, »3fcft5 5 0 
n m (I TM l£ ft M£ 1- * Mt'J#V-AO#Uif U 
>^/iJ a— Jl,-^X7 zfy^x^ y— JU7 ^ 

-^X77fyW y-JU7^ >S8«#K:T&*&ia 

t/sttaSttib^tt^ctoTtffiis^nfc'j *v-ao^p 
[0094] mAiftmft^mnmmmm 

<*a?>^X>ffiSlfiL$n^t hJfiliflEft 3 5 0 OlBlgT 
15»»iU t hJfil»*f#fc. -C^t hibLltt 1 - 9 5 
mLC, IE$!!#J4Tf#6nfcU#V~A0. 0 5mL£ 

jjoatb&u 3 7t: in#iHiiip«Lfc. »ai«, ©^/s 

5 5 0 nmtCT»l£«:«!l5£U «f* Lfc U # V -AcOtB 

U x^u>^u 3— ;u-7j>^^7^>?;i/x^y — Ji/7 5 

-*X77 ^^^X37 y — ;i/7 ^ >R«f*fc:T«*fciB 

-?-<Z)^#|iSgfflte0. 2 m o 1 %RTT*oL W 
jfllWr+i-cUspy-A0)SE*«:l»±L.. ££13:£fll# 

2 mo 1 »H±ttSCt^liat*^. 
[0 0 9 5] (ttHfeffl 7 ) »R^O*aHt (DtfeW ( 1 ) 

s<bft«tJ:*»H«»^««anfcWKi'««sn* 

<Jffi>CD (SD) attt^^ h«)JSll»KJ:0ttTh y 

- 1 fom%i&£1fr&TZ>Z£\Z<S:Q > trCTh y - 1 trif* 
Wffe^'y hftf^l3cLfco fiTh y - 1 W#ia:#«5 0B 
(ZIRIIM 1 &tfHB#l 7 (w* i;T««S P-5f5 > 

- P EiCT'i^V-AMft^ISL^a-^^. >IS^U* 

y — >l§^^fiP^^0. 4 5m o 1 %0)b<7)5 

0 0 // 1 SrJ5»«J:0»i!£U«:. 2 4fifM«t5!y h<b 
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»«*«UJLfc. JSiiS Lfc»B0>*B««»WJtftfls* 

IE#fcCD (SD) tttt?? htC^^T±l2^WI 
ft* ft T% X R^ CD U # y - A (Dttmk R £ mm L fc o 

<«*>h j o^ckr/Ei i i izTT.Ltto m i o*5ct^H 

m3tm-?&Z>c H 1 0 ttMBOT 1,011 ttWSBW 7 IC 

T»«ffi*#tfft*«ttft&ttT*ft75 s;ys*»f 

Z>Vtt>*fo (3, 5-y^>^fyP + y^>X7^y> 
ifi^ifi) Srffl^TWftLfc'J^y-A (W*HH 1 > <tffi 
l^-r^W«LfcU#V-A <B«W7) Tte* 

y ^ >giSKU#y-A-e&£>) „ ifca^UTttn&v* 

/ £ fcttlKS^O*aH±iiflmT t > ft. 

[0 0 9 6] (KB01 8 ) WB^<0»«tt <BttW ( 2 ) 

ftfz^m\ztt&2ft&7nT7f?vti>m±m'&^<DM 

<SS>CD (SD) ttt7 7^S»I<t0jAThy 
- 1 fit«£iSJS*»tt"rftCt(cJ:0, SiThy-lR# 
V*tt-fiL\stz* UtTh y- 1 in*18:#« 5 B B 
\z, RSfll, WBffli 6RtfW«<Wi 7Ktpi;T«« 
$nfcD-^5 >- P EKT»J#y-AB«:S»Lfcn 

X7 7f^?*y-W5 >RiM«¥^0. 4 5 
mol%C0t)CD5 0 0 /il Sr-en-enBIMRJ: 0»ttU 
fc„ 2 4l*|HJ*fc9?y hO»«*«lHLfc. «fflLfc* 

(ftOfcfelC, lE'SftCD (SD) tt7«yhi:o^T±E 

fco 

<»jii>ia 1 2 ^TS-rtfeOTfe^fc. wefi^i 

2 2. 2 nrru ±«fi[flE«Sffl*<9 0- 2 0 0 nmT*ft 

u^y-A (nctMi) *»w («»siifc»R) 

7 3nm, ^HfitffiflBH^l 8 0-3 5 0 nmT&ftl) 

#y-A (Mpii 6) te> BBVf^oftfMfctfBHfl 

2/ 3EtTt*ft<, E*W^0>»«*#B«m ^ 
PIS ST*?), $fc* ?l§afg*«7 9. 6 n miSfi 
««SI2*<4 0-9 0 nmT&ft'Jtfy-A (HflM 1 
7) tt, *»»^<7)#tt*WIBltMl©fi2/3t'>tt 
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a? 

Sttftfeftttt, £Rtt*BB#J:tf¥J5ttffa«9 0- 
2 0 0 nihtttft«k5fc»IW-r»^i3ft««ji"C*ft. 
[0 0 9 7] (ftBffll 9 ) ffB"v0)&fIH&0>M£ ( 3 ) 
C©K»OBWtt, «BB3ftt*aWpH«!BTBflHHrft# 
tf«*»ttffc£WK£OBBSriTV>ft ij#y-ACo 
ht, *«*fl:&B©BB««««aftfc»BK:{tBa4i 
20 ft^n^^ iJ#>SBBCB£TftfiB*J;tf/*fc 
»4BB^o««ttfc:aKrBB*»«ctif*«. 

<*s>cd (sd) Hm=7v h<Dmmm&K>ifiTh y 

- ltfimgm&mtiT&Ztlz^Q. ISTh y- ItiiW 
M7yhtff8Lft. fitTh y- 1 ffiftft-S-ft 5 B@ 

Jc, HSflh HB«2 4$«ttX«B«3tqsi;TB«$ 
nf;n-ys >- P EfcT»J#V — ABftBBLfcci- 

7 7?^1/X^ y-;U7S>KWfftf«iSp**0. 4 5m 
o 1 XflDUtfV — A 5 0 0 /1 1 t*n*h«IB*J:0l> 
^ ftLfco 2 4«fB*i:7y h<Z>WB&*eftt1Lfc. ttHL 

fco Jt&<£fc£>Ul, IE#fcCD (SD) Mm^y h\Z~D 
^T±Etra«co*ffiT»B^U#y--A»#*«:l|E 
tbLfc* 

<tt*>Hi 3iC7FL^o t^-r*i©B«fbd«**-rft 

>j # y - a T fc , IE* W tc Jt ^T^JgS 'scoBBtt 

±U Bffi^ffl«pHBH-eil««f«:»tfft*iSttfb 
ftttfciOBBanTtiftcii**, BBW^©«*W& 

3, 5-yX>^T^P**M>X7$y>)|SI (aH 
HMD SfcttN, N-^*^*^>JU- 2 - (tr^u 
f^>- 4 — f2W 7th7^F (H38JM2) £ 

m^tzm^izWizmntzmmit^TFt^t^mm^n 

fco 

[0 0 9 81 (SKA 1 0) KB*ttAL&*SB91'J4! 

y-AcoBSI^WSa* 

foB*»i»anft36*t»ftit-e*ft. 

<^fi>CD (SD) Btt^y HOBBBiOttTh y 
-l«#B»t»tt«Ctl:±r), trEThy- 1 ttflc 
Hffe^-y h*ffeSctfc. ttThy-lfi#»#»5EII 

|/F-»/D>thyWtLTlmg) ^r^iiUfco fit 

«bfco im<Dtz*biz. ttnimi (««*rtf*Lttt^J 

#V-A»M) , &ft»tt. t!ftS*S:±Et|Rl« 
50 cD^ffiX'S^L, ttThy-ltt*U4»10Bll:S 
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i^fr^U >g£:/t/ H — l/n >± I- U r>Afgt« (U >6£:/ 

|/K-'/D>th , J'>Ail/Tlmg) 6RThy-l 
h y - 1 5 0 i^e> 5 0 (1B/BT5B 

M) a#u tSThy - itt#a#*i obii:sb 

<tt*>»*S:EI 1 4 llTKbfco BUtOBtli 
©: »J >SEyU F~V/n>* h'J^AJSift 5Isia#», 
1) , <S> : £Jift**a#»* T$>ft„ *58W<Z>*B5M 

ftfc. *^&*tt*R*0U#y — A<D£WTft»©U 

A^u#v-Aft I -&-rna#b^^'&^:it^T ; b> fin 
t^fcc Kfei^^^u^^u^y-A^a^bfc 

*«eH(DU3py-Aa)$*-r*«i:RI«^ , J > 
i^l/ H h U A*U #y-Afl:it--f £ 1 IhI 
/£»»4l/fc*ftl:tt» £Bft**ft«#Lfc»£<l:Jt 
^<TK f 5 S » fit* # « <h A, £ £ i\ b ft 

u#y— A<b*ftT^ttv>«tt*BB»*Lfc* 

«HSU S|i»(7)»a#«€:i£i*T#SCt^«B 

2ftfco 

[0 0 9 9] (KKfl 1 1 ) fttt»tt 

:oK»<DlWH ^jBW^U^y — A©»tt*«, t£* 

*<Dfc»C B*ftrt»LT^ft^£ia»tt* 

(1) 3, 5 - y^>^ri>D + ^^>X*7 S i/>^g£ 

*K9?O l J#y--AS:l8n5ja)RS:fflt^T»ttb, £6 

(2) tSE*<D'J#y-A»fK« 

^ y — 5 >»2»ft&ffli¥**0. 4 5mo 1 %T*ft 
#58W<&U#y-A£»ftftiB»ftffl^T»«U 2£ 
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H»Bft<tO ±BG)ttB«ft 1 0 OniL/k g)S4Lfco 
— B»*fBB»4. ta*«*S:10 0mL/kgfi 

4it. »*«a4«, 7 anBfct>fc-3T**t< tt> 1 

0 10, ft t R < -RttiSM L TitttH, JEttt 

o)U#y-A ( (i) ou#y-A#««) ico^t 
j# its ffi*«)U#y-A ( (2) ou#y-A»«f«) 

B«O#»B0)*i««*fc*3tf>Ttt, Bitftft±5ft 

jRaHfaBB*6ft3tt^ofc. an -e* *jhb© , j#v- 

A*4, i*T»tt4«ft<, ft±tt©*lr>fc©T*ft£i: 

ftWBSftfe. 

[0 10 0] 

U#y-Att, «*<DU#y-A£tttfcUT. f§SS£ft 

£©bic, m&M<omm&&zfi/&fctemmiz&\,*x7 
[BBoianLttttn] 

[B 1 1 p H*B-CB«W**tf ftBBttftd 

**J:tfB*ttM»^BK«»*^«k^T*ttSftfc , J 

#y— AfcisWi^D-y-^yu ^ >fig=JoiiiBT*«>^ ^ 

50 h ^ij->^»? Ai»ifla^a)afp«fe^ia«*«i-fcEiT* 

fto 

[0 2 ] tlW p H«iTBS^«:»tfSlS^b& 
«*J:OfB*ttK#^BB«**^J:-3TB»aftfcU 
#y — Af/o-r^y U *>ffi*«BSt?*S^ -V l^tT 
>4 r, 5Ai:<Dafott^*5WS'7 r Dx*y ! J * 

[B 3] U #y-A«tJ«ltlt + «>*aWpHBBT?» 

40 [b 4] u # y-Affii^Jnm* w*aw p hbbtb 

BID tt «>■« ft » L B -C * ft . 
[0 5] u # y - A W *HiM + © ±m « P H ffi B T?» 
ffi??fft?}f^ftiMS«<t;^^^S^^ y h/it>^^ASfll 
HS<t©BSHt©B«ftaLfcBT?»ft. 

[i6] u * y - a«i B£Bga * a) ±m w p h ®ia th 
®^fft^i/ftifiSHi<b-&^i^s<h t hjftiflprtfiama^to 

a«ltt©B«ft«L/fcBT?&ft. 
[0 7] iJ#V-A«rt»« + OifeHmpHBBTB 
50 «ffift«tfft»Sttfb^*0)#»i:]fil«*TCr)»J#y-- 
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% Id cfc o T It Stlfc'J*V-A (I It £ «*tt S5 
JgfM^ f* & ft t 7* □ X * 1 J * > <fc © « ft tt <A £ 

[H 9 ] ±m#} p H«BT»fiiKf **«4*aittfl:ft 

* I «fc o T g ft £ 41 fc » J # V - A K 4-5 W 3 IB * 14 ffi # 

8 g st tt m * ft ft a t jti jg i j £ £ H- <*> in « & « l fc m t * 
£rtt «k o tisii $ nfc u # v - a s ntz 
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til 1 4] *5^B^(OU^V--AcOliia¥Wxftfi^^L 
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